*Background:* A leading cause of morbidity, mortality and economic loss amongst viral diseases are acute viral respiratory tract infections. Today, even after the chain of spread of disease has been broken successfully, there remains a frightening prospect of a future outbreak which may be more contagious or virulent than ever encountered before.

*Methods:* Protein inhibitor of activated signal transducer and activator of transcription (STAT) 1(PIAS1) was identified in yeast two hybrid screens as an interacting partner for STAT1. The interaction of N with PIAS1 was validated in mammalian cells using co-immunoprecipitation.

*Results:* Our results of time-course based co-localisation shows that the localization of N shifts from cytoplasmic to nuclear in presence of PIAS1. This, not only points towards interaction between N and PIAS1 but also one that is of major physiological consequence. PIAS1 acts as a key regulator of NK'B signaling pathway in the nucleus where it inhibits its DNA binding activity and NK'B mediated gene activation. NF-kB is a critical regulator of the immediate early pathogen response, playing an important role in promoting inflammation and in the regulation of cell proliferation and survival. Gene activation analysis have shown that PIAS1 selectively regulates a subset of NK'B dependent genes, with a notable preference for proinflammatory cytokines and chemokines. Here, we found that in presence of N, the inhibition induced by PIAS1 to DNA binding activity of NF'B and NF'B mediated gene activation is lifted. Not only that, our results reveals that both DNA binding activity and NF'B mediated gene activation is enhanced in presence of N.

*Conclusion:* We hypothesize that N translocates into the nucleus where it, enhances the DNA binding activity of NF'B and NF'B mediated gene expression by lifting up the inhibition imposed by PIAS1. Since many protein products of the NF'B sensitive genes have been reported to be upregulated in fatal clinical cases of SARS, we further hypothesize that N protein plays an important role in excessive expression/secretion of cytokines and chemokines thereby contributing significantly to the lung injury seen in cases of SARS.
